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DETAILED ACTION 

1 . The Art Unit location and the Examiner of your application in the PTO 
has changed. To aid in correlating any papers for this application, all 
further correspondence regarding this application should be directed to 
Group Art Unit 1644. 

2. A request for continued examination under 37 CFR 1 .114, including the fee 
set forth in 37 CFR 1 .17(e), was filed in this application after final rejection. 
Since this application is eligible for continued examination under 37 CFR 1.114, 
and the fee set forth in 37 CFR 1 .1 7(e) has been timely paid, the finality of the 
previous Office action has been withdrawn pursuant to 37 CFR 1 .1 14. 
Applicant's submission filed on 6/26/08 has been entered. 

Applicant's amendment filed 6/26/08 is acknowledged and has been entered. 

Newly added claims 68-76, 78 and 80-85 read upon the elected Group and 
species. 

Upon consideration of the prior art, the species in newly added claim 77 and the 
species of HLA-B*0702 recited in newly added claim 79 are also being included 
in examination. 

Claims 68-85 are presently being examined. 

3. Reference "NPL67" in Applicant's Form 1449 filed 8/21/08 and references 
"NPL43" and "NPL35" in Applicant's Form 1449 filed 7/1/08 have been crossed 
out because they are not complete citations. Reference "AF" in Applicant's form 
1449 filed 4/30/07 has been crossed out because it can not be found in the file or 
Applicant has not provided it. It will be considered in the next Office Action. It 
would expedite prosecution if Applicant would send in a copy of the reference. 

4. The objection to the specification, the claim objections and the rejection of 
claims 5 and 8 under 35 USC 112, second paragraph, of record in the prior 
Office Action have been withdrawn in light of Applicant's amendment to the 
claims filed 6/28/08. In addition, the following applies: 

(a) The 1 02(b) rejection of record in the prior Office Action has been withdrawn 
due to Applicant's said claim amendments and because Applicant is correct in 
stating that Altman ef a/do not teach a chimeric [human/murine] MHC class I. 

(b) The 103(a) rejections of record in the prior Office Action of claims 6 and 7 
over Altman in view of Becker and of claims 1 3 and 1 7-1 8 over Altman et al in 
view of Jager et al and of claims 23 and 24 over Altman et al in view of Zuk et al 
(and of claims 25 and 26 further in view of Schutzer) have been withdrawn in 
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view of Applicant's said claim amendments and because Altman et al do not 
teach a chimeric human/murine MHC class I. 

(c) the 103(a) rejections of record in the prior Office Action of claims 13, 17 and 
1 8 over Altman et al in view of Hildebrand and of claim 1 9 over Altman et al in 
view of Jager or alternatively in view of Hildebrand et al and further in view of 
Marin et al have been withdrawn in view of Applicant's said claim amendments, 
because Altman et a/ do not teach a chimeric human/murine MHC class I, and 
because the limitations recited in newly added instant claims 81 and 82 appear to 
be intended uses in the instant product claims. 

5. The following is a quotation of the first paragraph of 35 U.S.C. 112: 

The specification shall contain a written description of the invention, and of the manner and 
process of making and using it, in such full, clear, concise, and exact terms as to enable any 
person skilled in the art to which it pertains, or with which it is most nearly connected, to make 
and use the same and shall set forth the best mode contemplated by the inventor of carrying 
out his invention. 

6. Claims 70-73 are rejected under 35 U.S.C. 112, first paragraph, as failing to 
comply with the written description requirement. The claim(s) contains subject 
matter which was not described in the specification in such a way as to 
reasonably convey to one skilled in the relevant art that the inventor(s), at the 
time the application was filed, had possession of the claimed invention. This is a 
new matter rejection. 

The amendatory material not supported by the originally filed disclosure is as 
follows: 

a. "wherein said solid surface is coated with a first binding ligand, which is 
connected to said monomer" recited in instant claim 70. The disclosure at [0086] 
is that the second ligand is connected to or within the MHC monomer, and the 
monomer may be immobilized to a surface either directly or indirectly, e.g., via an 
anchoring or connecting entity. That is, only an indirect connection of the 
monomer to the first binding ligand is supported by the originally filed disclosure. 

b. "a second binding ligand, which is attached to said monomer" recited in 
instant claim 71 . The originally filed disclosure is to attachment of the C-terminal 
end of the monomer to the second binding ligand. 

Applicant points to support for claims 70-73 at paragraphs [0077], [1 13]-[1 16] of 
the instant specification and in original claims 8-10. 

However, the disclosure does not provide support as enunciated supra. 

7. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 
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8. Claims 81 and 82 are rejected under 35 U.S.C. 112, second paragraph, as 
being indefinite for failing to particularly point out and distinctly claim the subject 
matter which Applicant regards as the invention. 

a. Claim 81 is indefinite in the recitation of "wherein said monomer 
incorporates a MHC-binding peptide in a solution" because it is not clear what is 
meant (see below). 

b. Claim 82 is indefinite in the recitation of "wherein said monomer is 
recognized by a monoclonal antibody..." because it is not clear what is meant 
(see below). 

It is unclear whether the recited limitations refer to intended uses in the claimed 
product or if they refer to inherent properties of the claimed product. 

9. For the purpose of prior art rejections, the filing date of the instant claims 70- 
73 is deemed to be the filing date of the instant application, i.e., 10/10/03, as the 
parent application does not support the claimed limitations of the instant 
application as enunciated at item #6 supra. The locations in the specification of 
the said parent application pointed to by Applicant for support, do not provide 
said support. 

10. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described 
as set forth in section 1 02 of this title, if the differences between the subject matter sought to 
be patented and the prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary skill in the art to which 
said subject matter pertains. Patentability shall not be negatived by the manner in which the 
invention was made. 

1 1 . Claims 68-78 and 80-85 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over WO 01/90747 A2 (IDS reference in Form 1449 filed 7/1/08) in 
view of Alexander efa/(J. Immunol. 1997, 159:4753-4761). 

WO 01/90747 A2 teaches MHC class I monomers comprising the a1a2 and a3 
domains, (32m, and optionally an antigenic peptide, bound to a solid surface such 
as a bead or microtiter plate, said binding being through attachment of avidin or 
streptavidin to the solid surface and the subsequent interaction with biotinylated 
MHC class I (the biotin attached to the C-terminal end of the monomer). WO 
01/90747 A2 further teaches using the immobilized monomers to study T cell 
binding to MHC class I and for detecting agents that can modulate said binding. 
WO 01/90747 A2 teaches kits comprising the MHC molecules, such as HLA-A2 
and HLA-B7(see entire reference, for example, abstract, lines 23-29 on page 7, 
lines 5-26 on page 13, lines 20-31 on page 14, lines 4-21 on page 51, lines 9-10 
on page 53, lines 4-5 on page 54, and claims, especially claims 1, 124, 127, 130- 
132). 
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WO 01/90747 A2 does not teach wherein the MHC class I comprises a human 
MHC class I domain and a murine MHC class I domain, nor that the MHC 
molecule bound to the solid support is comprised in a kit. 

Alexander et al teach a chimeric MHC class I molecule comprising human HLA- 
A1 1 a1 a2 domains with a murine H-2K b a3 domain. Alexander et al teach that 
these constructs were expressed in mice, thus making transgenic mice, and that 
it is necessary to use the murine a3 domain in order to preserve the species- 
specific interactions between CD8 [positive T cells in the transgenic mice that 
interact with class I] and the a3 domain of the class I molecule. 

It would have been prima facie obvious to modify the solid support taught by 
WO 01/90747 A2 by substituting the transgenic class I construct taught by 
Alexander et al for the human class I construct taught by WO 01/90747 A2 . 

One of ordinary skill in the art at the time the invention was made would have 
been motivated to do this in order to study transgenic T cells and agents that 
interfere with binding of those T cells to the transgenic HLA-A1 1/H-2K b class I 
molecule. 

With regard to the limitation recited in instant claim 81, it is an expected property 
of the art molecule that it is able to incorporate an MHC-binding peptide in the 
instance of empty MHC complexes, i.e., the HLA complexes lacking a binding 
peptide in the peptide binding groove can acquire a peptide. It is also an 
expected property of occupied MHC molecules (those with a bound peptide) that 
given the binding of MHC to peptide is a noncovalent, reversible interaction even 
with cell surface bound MHC/peptide complexes, absent evidence to the 
contrary, that the MHC molecules would be capable of releasing peptide and 
renaturing to re-incorporate peptide. 

With regard to the limitation recited in instant claim 82, it is an expected property 
of the art MHC molecule, particularly since it is bound to peptide and can be 
recognized by T cells specific for the appropriate MHC/peptide complex, that the 
MHC class I molecule is in the proper conformation to be bound by a monoclonal 
antibody that distinguishes between a class I molecule bound to an MHC binding 
peptide versus one that lacks such a peptide. 

It would have been prima facie obvious to have included the MHC molecule 
bound to the solid support taught by the combination of WO 01/90747 A2 and 
Alexander et al in a kit. 

One of ordinary skill in the art at the time the invention was made would have 
been motivated to do this because WO 01/90747 A2 teaches placing the MHC 
class I molecule in a kit and for convenience. 
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It would have been prima facie obvious to have provided the MHC bound to a 
solid support in a dried form. 

One of ordinary skill in the art at the time the invention was made would have 
been motivated to do this for convenience of handling and storage. 

12. Claims 68-77 and 80-84 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over US 5,635,363 (of record) in view of Alexander et al (J. 
Immunol. 1997, 159: 4753-4761). 

US 5,635,363 discloses a system comprising a solid surface such as beads or a 
microtiter plate) to which is attached one or more MHC monomers, and its use 
for detecting and/or separating antigen-specific T cells. US 5,635,363 discloses 
using the a1 a2 and a3 domains of MHC heavy chain of class I molecules such 
as HLA-A, -B or-C, as well as the p2m light chain. The two subunits may be 
combined with an antigenic peptide(s) or the peptide(s) may be added later. US 
5,635,363 discloses that the MHC molecule may be biotinylated at the C- 
terminus and then bound to streptavidin or avidin, the latter two of which may be 
bound to an insoluble solid support such as beads or microtiter plates. US 
5,635,363 discloses that the T cells may be from any source, usually having the 
same species of origin as the MHC heterodimer (see entire reference, for 
example, abstract, column 1 at lines 55-67, paragraph spanning columns 4-5, 
column 6 at lines 51-65, column 7 at lines 12-15, column 8 at lines 4-8). 

US 5,635,363 does not teach wherein the MHC class I comprises a human MHC 
class I domain and a murine MHC class I domain. 

Alexander et al teach a chimeric MHC class I molecule comprising human HLA- 
A1 1 a1 a2 domains with a murine H-2K b a3 domain. Alexander et al teach that 
these constructs were expressed in mice, thus making transgenic mice, and that 
it is necessary to use the murine a3 domain in order to preserve the species- 
specific interactions between CD8 [positive T cells in the transgenic mice that 
interact with class I] and the a3 domain of the class I molecule. 

It would have been prima facie obvious to modify the solid support taught by 

US 5,635,363 by substituting the transgenic class I construct taught by Alexander 

et al for the human class I construct taught by WO 01/90747 A2 . 

One of ordinary skill in the art at the time the invention was made would have 
been motivated to do this in order to study transgenic T cells and agents that 
interfere with binding of those T cells to the transgenic HLA-A1 1/H-2K b class I 
molecule. 
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With regard to the limitation recited in instant claim 81, it is an expected property 
of the art molecule that it is able to incorporate an MHC-binding peptide in the 
instance of empty MHC complexes, i.e., MHC complexes lacking a binding 
peptide in the peptide binding groove. It is also an expected property of (peptide) 
occupied MHC molecules that given the binding of MHC to peptide is a 
noncovalent, reversible interaction, absent evidence to the contrary, that the 
MHC molecules would be capable of releasing peptide and renaturing to re- 
incorporate peptide. 

With regard to the limitation recited in instant claim 82, it is an expected property 
of the art MHC molecule, particularly since it is bound to peptide and can be 
recognized by T cells specific for the appropriate MHC/peptide complex, that the 
MHC class I molecule is in the proper conformation to be bound by a monoclonal 
antibody that distinguishes between a class I molecule bound to an MHC binding 
peptide versus one that lacks such a peptide. 

It would have been prima facie obvious to have provided the MHC bound to a 
solid support in a dried form. 

One of ordinary skill in the art at the time the invention was made would have 
been motivated to do this for convenience of handling and storage. 

13. Claims 78, 79 and 85 are rejected under 35 U.S.C. 103(a) as being 
unpatentable over US 5,635,363 (of record) in view of Alexander et al (J. 
Immunol. 1997, 159: 4753-4761) as applied to claims 68-77 and 80-84 above, 
and further in view of US 4,208,479 (of record). 

US 5,635,363 and Alexander et al have been discussed supra. Alexander et al 
also teach a chimeric MHC class I molecule comprising human HLA-A2.1 (i.e., 
HLA-A*0201 ) a1 a2 domains with a murine H-2K b a3 domain. Alexander et al 
teach HLA-B class I molecules (especially introduction section). 

The combination of US 5,635,363 and Alexander et al does not teach that the 
solid support comprising the MHC class I molecule is in a kit. 

US 4,208,479 discloses that reagents for performing assays may be provided in 
dry form, the advantages of which are their stability, shelf life and convenience 
over wet forms. US 4,208,479 further discloses that in performing assays, it is a 
matter of substantial convenience to provide the needed reagents in a kit 
(especially column 2 at lines 49-54, column 22 at lines 36-39 and column 22 at 
lines 20-68). 
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It would have been prima facie obvious to have included the MHC molecule 
bound to the solid support taught by the combination of US 5,635,363 and 
Alexander et al in a kit, including chimeric MHC class I molecules of the classes 
taught by Alexander et al. 

One of ordinary skill in the art at the time the invention was made would have 
been motivated to do this because US 5,635,363 teaches placing the MHC class 
I molecule in a kit and for convenience. 

It would also have been prima facie obvious to one of ordinary skill in the art at 
the time the invention was made to have provided the system taught by the 
combined references in dried form. 

One of ordinary skill in the art at the time the invention was made would have 
been motivated to do this because US 4,208,479 discloses the advantages of 
providing reagents in dried form. 

Claim 79 is included in this rejection because HLA-B*0702 is a subtype of the 
HLA-B7 class I molecule taught by Alexander et al. 

14. Claim 72 is objected to because of the following informality: Claim 72 
contains a spelling error, i.e., "an" avidin or streptavidin. Appropriate correction is 
required. 

15. No claim is allowed. 

16. Any inquiry concerning this communication or earlier communications from 
the Examiner should be directed to Marianne DiBrino whose telephone number is 
571-272-0842. The Examiner can normally be reached on Monday, Tuesday, 
Thursday and Friday. 

If attempts to reach the Examiner by telephone are unsuccessful, the Examiner's 
supervisor, Eileen B. O'Hara, can be reached on 571-272-0878. The fax phone 
number for the organization where this application or proceeding is assigned is 
571-273-8300. 



Application/Control Number: 10/684,268 
Art Unit: 1644 



Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR 
only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). 



Marianne DiBrino, Ph.D. 
Patent Examiner 
Group 1640 

Technology Center 1600 
September 22, 2008 



/G.R. Ewoldt/ 

Primary Examiner, Art Unit 1644 



